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= (54) Title: TNF-a INHIBITORS 

(54) «W<JD«»: TNF-OfWaSH 

^ (57) Abstract: TNF- a inhibitors containing a heterocyclic compound having angiotensin 11 antagonism which are useful as pre- 
ventives/remedies for inflammatory diseases, etc. 

^ (57) 
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TNF-aifDM 



5 ^mm 
10 'wm^m 

TNF mmmnm'?) -ait. ^mmm\z^^^xm.mtii-^m^W:rcLxi^^ , 
F-a<Dm±f)^fLmL, z.mm^m<D^^^hrci^tt^^^nx\,^^o 
15 mmtLxir^izmtirc^n^mt^TNF - ammM(Dmm^^mm-^nx\^^^o 

^mm^^it. ±uvrc^oummiz^^. TNF-am$nz^p^tmMiz-D 

20 \z<i^M(Dmm^xn-^M7>^-t7'>i^> u (aid js^f^ffi^^t-r^^b^ti 

TNF - amm\z^t)^xm9Jix^^z.tt:M.^^iiiL. c:n^,(D^mts-^' 

"(1) i«: 




25 (^+. mBitmmtix\^^xh^\^^^^mmmm^mL. K'itm^^>^m 
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x-;i/-4-<;i/]p^5^;l'}-3. 4-vt HD-1, 6-:^75^U>^>-2(lH)-:t>] ^H^O ^ 

( 4 ) 7j>^'ttm$ nx v^T i Vi-^g^^S]^II^^-crS. ^gfilB (1) Ism^^iJ ; 

( 5 ) ^ B A^Sm ^ nx i T =b J: t i 5 ~ 6 mo^^^m^^T ^ iFlB (1 ) IBScO 

15 (6) ^B;{»5B^$nxiiX'bJ:VW5^y-;P^X^oMf3(l)iB«O^J : 

(7) mmmit^m^^ (o 




N 
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ViX'bJ;V^^^b*^ag^*T) ■vm-^n^it-^mX'$>^miB (l) 12®^; 

5 f';k .*>x-tJ-;i/:$'>, T)V^-*^)\/^>. -f./i/^'y-;i'^>, :t;i/^iJ-;p^>*y5: 

}i^y-t^;i/^>ir^'5SutB (1) tm.(D-m: 

(9) •fiI^^{b^W2-Xh^v-l- [ [2' - (lH-T-h^y-;i'-5 

T^siiE (1) mm.(Dn\. 

10 (10) m^^'ffc'&tlT&n - {'y^U^^>')V^^=yij)Vtsr.)V^^i/) 

2-Xh:^>— 1- [ [2' - (IH-xh^y-Jl— 5— TJl/) b*7xn;l'- 

1 K«®^J ; 

(11) mmmit^mt)^2-jih^iy-i- i [2* - (2. s-vtHP-s 

15 -:t^y-l, 2, 4-t^^>-7V--)V-3--i)V) tf 7xx;l'- 4 --f ;U] 

Mt^mmtjia) (D=f'^f^mmv$>^mm (d i2«c©^j: 

(13) m0kmmX'$>ml5 ( 1 ) IBSfeO^J ; ■ • 
20 (14) 7y^^^>iyy\\^mm'k^t^mmm\\:'^m. ^<DZfu)^^yif 

(15) 7y^^^>>'>.immm^^t^mmmit'tm. 't<D-fa\iyyif 



(1 6) ^ 



25 
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5 (fzftL. 5.7-yp^^;i/-l-{[2'-(lH-T-h7y-;i'-5-1';i/)-l. l'-b*7x- 

Jl-4-r.)U]^^;U}-3.4-v'kHD-1.6-t75^U>'>-2(lH)-:r>*l^<) , 

(17) TNF-amm\o:>m7t<Drztb(D^ 




;i/-4-r.n']^^JH-3. 4-v'kKa-1.6-t7^Uv'>-2(lH)-:t>^l^<) , 
.20 \iyy^trz\t^n?>(Dm\t. TNF-aiJU$!l (^J, TNF-a:SI^»J, TN 

F - a§:mmwmiz^^TNF -am$m mizmfiizmmr^zt^^r-^^o 

25 U^^'^^i^^O^lt^^Oo 
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mmm mmnxi^^xh<i:i^^>-^>mua^^mm mmo^mAom 
mMtbxm7r^-^n^h(Dtmwm^^^^Lx\^^xh^\^^) tt^^^i^x^^x 

15 ^Lxir^xh^^^^ fims*WLTViT'bj:v>^>x-rs-yv- 

)mt:ii^) mft.bi^K mBx-T^^n^ mm-^nxi^^x^^i^^t^mmmm] 
\z^if^ ^^^mmmmi ^^Lx^^xh^immmtvxit, mmo^mAom 

^^^•:f^m<D7>^-t7'>iy>\mmim^^t^mmm'{t'^mti'X\m 
20 \z^^tntsi\^^f)^. -r s yv-mmmmm^E 5 e - ? i o ? zn^ikn. #w 

Sa 56-71074 ^'jkm. <^mBE 57-98270 ^Pj^BS 5 8-15 

7 7 6 8-^^$gv USP4, 3 5 5, 04 0*3J;OTSP4, 340, 5 9 8^ 
fc^^^n, tfcEP-2 5 3 3 1 0, EP-2 9 1 9 6 9^ EP-3 2 4 3 7 
7, EP-4031 5 8, WO- 9 1 0 0 2 7 7, ^WHSe 3-2 3 8 6 8#^ 

25 mii^zff^m^ 1 - 1 1 7 8 7 6 n'A^mizim0,-^nrz^ s. yv-jimmm^ 

m^^n. ^tz. USPS. 183, 899, EP-323841. EP-40 
9 3 3 2:fe«J;yC!|$gi3pl - 2 8 7 0 7 1 ^^^^IdJ^ tTP-jK \^yV~-}Vii^ 
Uh^)7V-)mmWt)m7r^-^n. Sfe, USP4, SSO. so 4, EP-0 
392317, EP-0399732, EP-0400835, EP-4259 
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2 1, EP-4 5 9 1 3 6;fecI:tX4tra¥3-6 3 2 6 4-^l>$gl|('«^>X< 5 

yv-ji^mmi^^^^mTT^^ri. EP-399731 ^{cf^T-tf-r y^ymmm^m 

^^n. EF-4 0 7 3 42mz{t}:^fJB.\iymmmm7r:-^n. EP-4 11 

7 6 6^\zi,t^tvo ymmwf)mm-^n. ep-4303o omizit^D-y^ 
5 ymmm^m^-^n. EP-43403 s ^i::«!i'&'f a ^v-n-mmmmm 
E?-4 42 47 zm\zit^^)^9y>-^ymmmmm-^n. ep-4 
4 3 5 6 8 m\zi,t^x.y \i 'J H ymmtifiwh^"^. •^^\z. EP-44581 

1. EP-48 3 6 8 3, EP-5 1 8 0 3 3, EP-5 2 04 2 3, EP-5 

88299s EP -60371 2m\z\mMmc^mtm7f^^nx\^^. sfc, 

10 V'T—^Dy/ ^Zf ^^'f^'y^JV -jTSXhiJ- (Journal of Medicinal 

Chemistry, 3 9#, 3-^, 6 2 5- 6 5 6^^ 1 9 9 6¥) fCti, zn<b(Dot> 

(DRm^fiih^mnm^nxi^^^o t^^y°^ mojy^^^tT'yiyyimm^ 
mtim-r^mmmt^mtvmt. ±mLrz{ik^:scm\zBm(Di\:^m(om. ry 
^:tT-y>'y\mmi^m^mt^t^^-:^^\^mmmit'^mT^$>rnt. ^n^m 

15 (^iTJ:V^7&^, fjif)^V^. u^)V^y (Losartan (DuP753)) , JLy'u^)\'-^y 
(Eprosartan (SK&F108566)) , tsy'f'&)V^y yU^-\z^)l (Candesartan 
cilexetil (TCV-116)) , T^JV^D'Ad'y (Telmisar tan (BIBR277)) , ^jU^+i" 
)l^y (Irbesartan (SR47436)) . i^V^)]^^> (Tasosartan (ANA-756)) , ■t 

)U)f^D-)i^^y^^zszn<=><oj^mm^mn (;^>Ti^ji/^>nj:^) w<if*L-< 
20 ffli/^etio, 

sfc, jy^^T'y'yyimmm^^t^tmmit^mtLxiit. m^fit^ 
^ (I) 
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X - U' >s 1 7 X -;us*5it^ ^ tz \tm^m 2&rf<D7. ^^n- bx^^ b 

TK^Mi^^WToS) <i:LT(i, (1) (2) xh^ 

10 VU^PS, (3) hU7;i':i-P;<i5'>;^;i/3j^>m75 KS (-NHSO2CF3) ^ 
(4) U>^S> .(5) X;l/^>i?S> (6) N, S, 0(D0^<Dim^rz\t2 

15 ^s-em) <Dmm^<Dm^-^nT^^xhx\^^mmmymi ti-xit. m^\f. 
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±BB^C4', g«-CH2-. -NH-, -0-^1t\%-^ (O) m-$:^b, > 

= z, >=z' i5cta^>=z' ' li^n^'n.^;i/7}^-;i.'*, 

5 ^c^mib^nxi^iTfectviis^M^ (^aj, s, s (o) . s {o)^ts.E) 



wo 01/60362 



PCT/JPOl/01069 



5 R'X'^-^n^mmmmmtbxit. ^ 



i^'P. i «-0-^feti-S-^^b> j (i> = o. >=s^rcit>=s (O) 
-5-:t^V-l. 2, 4-^^1jr97V-)V-3-'<)l. 2, 5-i?bHa- 




N— i 



N— j 
H 





1 



15 
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«^$nTI/^Tt>J:VM6ii (C,_4) 7)l=^)VmtLXit. m^\i. (DA 

WL'TViTt>J;(^i7x-;PS 1 ;^(^iU3i@T«m^nTViTt> J;VMSi^ (C 1.4) 

10 hD^>vWcJ:^) , (2) ISi^ (Ci_4) TJm^v— ^Si^ (Ci_4) T^WP 
S h + '>;<5^;i', Xh4^->p<5^;|/;^c<^:-) , (3) i^-CH (R") -O 

COR' (^f. Rni (a) 7Km, (b) ^^^1 - 60itlIfeL<«^)'^t>^© 

-rv:/^";!/, i-::^5^;k n-^>5";k -ry^^^^.ik ^■^:i-^>^Ms.E) . (c) 

15 ^^l^2-6©ili«t)L<(i^^t*:©M7;l'^-;PS^7c« (d) ^M^S- 
S<D'y^U7)V^)V^ im. >-^U^y=^)\'. >-'!7U^^iy)V. iy>PU^^^)V 
UE) S^L, RH* (a) ^^icl - 6 (7)iftmt>b< ti^SibtO<Si^7;W^;i/ 

S ^^Jk x5^;k n-yptf;k -r v^ptf^k n-y^5^;k -ry:/5^;u, 

sec-:^^;k t-y^^Jk n-^>5^.Jk -i" V^>5";k ^:t^>5^;P^J:£) , (b) 

20 j^S^2-6cDaiIfeL<«^^3^t^©«7.Jl/^XjUa, (c) ^*i:3-8(D 

i/^P7;wus (f!l> v i:7P^>^;k >-^P^^>';p, v i^P^y^^juj^ii:) 

t)L<ttfim$nTL^T'ba;Vi7'J-Jl'» «?1J, APy>lI^. - hP, M (C 
1-4) 7JI/^;k (Ci_4) 7;i/n+'>;S:£<^WbTViTt>d:Vi7xx;i/Sfc 

«:^7^;^S;^i:^) TBm$n«^^i -3<Dm7;wi'S ^>>^;k 

25 p-:^PP^>>;k ^x^^^^jk >':J7P^>5^;|/ ^5^;k -y^U^^i^yV^J- 
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5 ;k 7'JJl/, 'rv:^a^-;i/^i:©7;i/'Jr-;i/gp§Jtofe07^}:<i:) , (e) «m 

10 P7}?:^^>\ n--:rh^>\ -i'J-fh^iy. sec-Zfh^'^. t-Zfh^'y. n-^> 

^J]^^^'^. 'iV^>^)V:t^>\ ^-^^>'^)V:t^>^fj:a) , (g.) M^ic2 
-8(DiimfcL<«:^St»e©IS^7;U^-P^>'» 7'Jp4^>\ -fV:^x 
=in^>tjiE) . (h) F^^i[3-8 0x^P7;P4^;i/:t4^>'S >-^u^ 
>5^;P:t^-X >-i7p/\+v';U:t+->, >'i^ P^y5^;P:t=^i^fj:^) . (i) ^ 

15 ^ilc3 -8©v^P7;wi^ (FiJ. >'iJ7p^>5^;k >'^pa:^v;p, v^^p^ 

hP, ^giJ (Ci_4) 7;Wk M (Ci.J 7;i'P^>-;ij:<i:^WLTViTt>^ 
S (^J, ^>>'P^v, 7x:^5.f^P=^>\ '>^p/>^>5^;i/^ 1>^F>\ v'^P^^ 
7;UP=^>-gP<lrl$Ofc(D?^j:a , (j) ^m^S-8<Diy^n7)V^)\/ m. > 

'focfci.i7'j-;um m. Apy>m^. nhp. (c,_4) 7>wk <£ii 

( C 1 _ 4 ) 7;i/P =^ v/j: £ <&-W L'T V^T t J; 7 X S fc 7 5" A'S:^.J: 
25 TMm$nfcE^^i:2-3 0{£iS7;U^-P + '>S (0iJ, 5/>:^5P=^->^(^t: 
-p^^^i/, T'p^-P^v'. 7'JP^'>, V'fn^~a^>'tjiE<D7)\^^=^o 
^i^m^-^ho^fsia) ^itlt (k) ig^$nTViT'bJ;U7'J-;i/7i-^>'g «fiJ. 
7xy:^'X p--hP7x/+>\ i-y h^>m(D/\u^>mi'. -hP^ 

(Ci_4) 7;i^^;k M (Ci.J 7JUP4^v7^J:^^WLTt/iTt><kVi7x/4^ 
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vi{£^ (Ci_4) 7n'^)m^tz\,t7>-)im m. Em. (Ca.g) 7)i:)jy^M 

7;i'3 + v, inj:Vib2<@CDM (Ci_4) 7;WH?«^$tlTl/iT*)J:Vi75 

10 R'tbx(DWt^:t>^mjiic.i'0^& c^^uhytvxmMv^^ 

^fc. y7J. N-h HP + v:^?;i/AA-r5 K-r;i'S (-C (=N-OH) -N 
15 Hj) > ^Sli«S^$nTViTt)J;(^^M (Ci_4) 7Jl'^>il/S*fcti7->JU* 

T^n-^'nis^^^nfc (i) :^jji.oi^4^v;us> (2) xh^7u;us> (3) h 

ij7;i':tP.-<:^>.-^;i'4^>^75 h*» (-NHSO2CF3) . (4) u >i?*> 
(5) XjpTtOilS, (6) N, S, O05-&©l®*fc(^2^aij;±Sr^t^5~. 

R^«i:L.T«, Bm$nTV^T=bJ;V^M (Ci_4) 7)\^^)'\^ h 
'j7x-.)Up^5";k p^h^r'>^^;U. Xh^^i/^^^Jk p-> h^^v^^v'.Jk 

P-- hn/^ovWcC^) ^L<\t7y)vm m. ^m. (C2-5) 7;k-^/'r.'k 

2. 5->^hKP-5-;d-^y-l, 2. 4-:t^+h>?7y-A'-3— fJl/ 

mti^'p. xitrnmr^y x.zLu>mt7 j:=iA'm^mm ^ tz \m^m 2 ^xr 
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I 

^m^-r^mf^mn^rcit2x$>^im (c^.^) 7)v^u>\ -co-. - 

5 0-, -S-. -NH-, -CO-NH-, -O-CH2-, -S-CH2-, - 

mti^^. n\tl^rc\t2 {»^h<\tl) (Dm^^^sTc 

m^^L. mmmmtLx\t. m^if, (d Aay> f. ci. BrtjiE) . 

10 (2) vjy, (3) znhD, (4) M^$nTViTt)J;l/i<£i^ (C,_4) 7}V^ 

)v, (5) \m. (Ci_4) 7;i/3=^^>', (6) fim^nxviTfe^viT^ys m. 
7^/, N-M (Ci_4) 7;i'=^;PT^y m, ^^^jvr^yt^E) , n, n 
->'M (C1-4) 7;i/=^;i'75y (t^y, vp^^;i/7 5y?ij;^) , n-7'J-;p 
75/ 7x-;i'75/fj:^) , mm^r^y m. tr^uv' 
15 bf^^e^y, N-^x-ji'hf^^v^yy^i:) t^c^) . (?) ^-co-d' 

im (C2-6) 7Jk-^y'f;p:t=^->' (M. 7t:h^>'. fcfAP>r;i'^+>';^j:<!f) , 

i^xh<i:^H&m (Cx_4) 7jm:=t-->$^-r) ir^^D^tioS. stc^ (8) m 
m^nxi^^xh^i^^i&WL (Ci_4) 7jp^;i/ (mm\^rcR'tvx0m^:t>'S:m 
i^L^^^<Dmmti'xm^-^nrz m^-^nxi^^xh^^mm (c^.j 7 
tmmrjih(D^m\fibn^) hi-<it7>')i im (c^.g) 7 
25 .n';^y<;k ^>y^.n'fcj:f) x^m-^nx\^^xh^\^^ThyV^))i. hU7;i/ 

nTV^TfecklMSi^ (Ci_4) 7;i'=^JU (^J, 7ms, ti)lts^>-)i^&, /\otr 
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tK^M^^WT^S) tLxit. (1) x7.x;mi:S;^c^175 K{k$n 

5 Xl,^XhJ:^^tl)\y7^^zyJl'm. (2) xh7yU;i/«, (3) hU7;i':tD.-<:$7 

>-,X./l'*>^75 (-NHSO2CF3) , (4) u>i?*, (5) 

bfzR't LX(D^-(t>^mj^b^ ^mo^^m^t Lxm^^tifz mm^n 
10 7'>;u« (Ca.g) 7;i/:^7y'r;K ^>7<ju?^<i:) T^ii^nTv^ 

i$.Lo^m^fzit^n\z^co^mx$>n\:£\^^mx'h^i\ 

tVX<Dj:Xf-Mt.^rcit7^ \^it'^nxi^X%^\^^:^.n^^=^>-)i'tLX 
15 mX^t^-CO-D D\t (1) 7ms, (2) BM^nxt/^Tfecfc 

Vi7 5y 7sy> N-M (Ci_4) 7;i'=^^;i/7sy, n. n-v{£ 

(Ci_4) 7;Wl/7Sy?i{:£) (3) «m^nTViTfed;t.i7;m^ 

> m. (i) yji'^jvu^-^^y^^mm, m^^nx\^^xh^\^>7^y m. 75 
(c,_6) 7;i<'=^^;i/5":t> M (Cj.s) >'i^a7;m=^>'fe^VitiS^^nT 

\t (i i) ^-0-CH (R^) -OCOR' (^4=, R'it (a) (b) 
25 ^^^1 -6a)aiIfeb<«53'^t>c(DM7;P+;i'S («?ij> x^;K n 

-:;^oe.;k -rv^^otf.Jk n-:/5^jk -ry7>;K t-::^5^jk n-^>5";K 
©M7;i/^-;i'«^fctl (d) ^^ms-8(D>!7a7}V^)Vm m> v^a 
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;k ^v^nidJV. n-y^;k -fy^^;!/, sec-:/5^;i/, t-y5^;k n-^> 
-ry^>^.^k ^^;t^>^;i';^cj:£) . (b) ^mm2-6<Dmmhb<it 

^^^Oi&m7)V^=-)m. (c) ^^^3-8 0v'i7D7;l'^;l'S (Ms 'y^ 

^\,^T^)-)vm /\ud-'>m^. -hn, im (c,_4) 7;i/^)k m (c 

M$nfc^^i:i -3®{S!^7;wi'S m. ^>>>*;k p-i^pn^>s;;k 7 
x:^^;k >'i7D^>-5".Jl/^^.)k v'5'P^=^v';i'^5";l'fj:^) , (d) 
10 3-80vi7D7;U^;i/t)L'<««^$nT^iTt>ci;ti7'J-;i'S Aoy 
>M^. ^ho> im (Ci_4) 7;Wk « (Cj.J 7;Hi:^vfj;£^Wb 

7;i/^r-;i'S m. v'>±5JU^©t:*-;k >^p^z:.)u, 7'j;k <vyp^n 

15 m 7x-;k p-h>j;k •:^-75^;^%©AP^'>m^p> :^hP> i&m (c, 
■ .4) 7Jl^^Jk im (C,_4) 7;i-34^v7^=i:^^WbTViTt>c);v^7xz:;i'^^c 
«:h75^;USfj:^) , (f) i^^icl - 6 ©itiM'b L< «^^t«c©M7;i/P=1r 

sec-yh^->, t-yh=^^>\ n-^^^.JUi^^i/, <y^>9^;u 
20 :t=^v', :^^^^>5^JU:t=^^>'75:ch*) > (g) 2 - S (D^mh b < ity^^'^ 

' oMT;^^x□:^->a (fl 7'jp^v, -(V':r^=.o^> fj^^) . (h) ^ 
^ic3-8 0i/i^P7;i/=^;U:i-4^>'» (^J, >'C^ n^yf-)[^7ir^>\ >-^a^^ 
i/^ PAy5^;U:t^v'fi£) , ( i ) 3-8 ® P7;U=¥ 

)V m. >-t^P^>5^;k '>^P^^'>;i/. >'^p^7'5^;i'?ic,i:) t)b<ttB^ 
25 $nTViT=bJ:^i7'j-;i/S Apy>j^^, xhp, (Ci_4) 7;i' 
=t^;k im (Ci_4) 7;l'□4^x>^i:£^:tbT^iTfe.i;^i7xx;^src^i:^75^ 
^s^^a -caife$nfei^^i5:i-30isi^7;i'n=^vs m> A>i?u^i^. 

yjL:^^a^y\ v'^P^>'5";i/;>^ h^'>, >'i7P^^r'>;l/;^h=^vf.!:<i:©P^ h 
^-y. Xh^>', n-yP7!^^->, 'ry7°P4^^>;^j:<i:(D7;m4^>'gf^<^i#^=b(^ 
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Uii) . (j) mm^3-8(0'y^n7)\^^)V iyCu^y^)V. 'y^u^ 

(k) «m$nTViTt)J:V^7U-;i/^^vS (0iJ, 7x/4^->, p- - hD7 
(Ci_4) 7;^n^>•/^i:^S:WbTV^Tt)J;Vi7xy=^>-*fc«■:^7 h+'>S 

#:^J(hLT(i> fllA^f, -ZOOW'mS^<D^. -COOMe, -COOEt, - 
COOtBu, -COOPr, \Lnu^ )\'i[^'y:f^V^=yn)\'t^^)\^s 1- (>':^o 

15 V-1. 3->?^=^Vk>-4— I'^l';^ h=^^>':«7;l/7|^-;k 7-t h4^i/^ h=^^>' 

7°Ptfxi--p:^>-/ h=lr->.:^7;i'4^-.U', n-75^U P=^v'^ V^'yti 

<y7'5"'J p^^v'^ h=^^'>;<j;i^4^-.Jk i- (xh=^^v,-^;i'/i^-p^ 
-» xh:^->;«7;i'fc;k 1- (7i!:h4^>-) x h^>';^7;i'fc;k i- (-TV 
T'^^'jp^^i^) xh4^'>;^;uj}^x;k '>^P'\=^v';i':^7A4^x;u:t=^v,-< h^^v' 

-e, *fc«{b^6*]fcit-r^> (fd, coo-, 

±SER2^bTti, iC-CO-D CjS:^', Dli (1) TKi^axH (2) 7)1-^ 

.ii^m'^T^mm. 7^y, Apy>', « (c,.6) 7JU:^7y-r;k-j-^'> (fn. 
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(2) 7;i/'Jr-;|/S, (3) 7)V=^=.)V^. (4) >t5'P7;WU». 
10 (5) 7'J-;i/», (6) 7^;Wl'afj:i:;&^#lfe.n^*5> ?^i:^^T=b7;i/^;i/ 

ButB (1) (D7;WUa<hLT(i, ^^icl~8igS(7){g|57;Wl'»TM 

:5'^;k 'ry:/5";k sec-y^";^ t-y^^^k '^>9^;k i -^v^^M 

mm (2) oD7;i-ir-;ustUT«, ^m^2--sm&(Dim7)i-tr=.)vmr- 

3-:/xx;k -ry^T^x^k 2 -:ti:7xx;i/;^j:^d«ofetf ens. 

mfi2 (3) (D7)\^^=-}\^mtvxit. mM^2'-8mm(D^WL7)u^:^)mr 

x;i/, 2-^>5'x;i.. 2-^^^-)Vfi^f)^$>ifibn^o 

MB (4) (75>'i:7P7;Wl/«i:LT«. ^^ic3~6ig^om>-i'a7;l/ 
+;i'*«*ife>n. *aj;^l^>'^oyDtr;k 5/iJ7D:/5';k '>i:7o^>5^;k 

25 ±tBLfc7;i/4^;i-S. 7;i'^x;i.s. 7;p^x;kS^fc(iv:5'P7;u^;kSti 

T^mm. fij^^nTViT'foJ;Vi7=yS 75 7, N-M iC,.^) 7)V 
^}V7^J, N. N-i^fgS5 (Ci_4) 7)V^)V7B.JUE) . /NP^X {g^ (C 
,.4) 7;m^>S, « (C,_4)7;i/=^r;L'5^:f»;^K<i:THife$nTV>T'bJ:K 
(5) (D7y)\'^)Vmt\^X\t. ^J;iJi^>'v;U> 7x^-5';l/?i^c^7x 
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=-jv-^m. (c,_4) 7Ju^M^af)mfi^n. mm (6) oT^j-jmtLx 

m^\t/\o^> m> F, Cl. Br;^^) , :ihP. gm^nTV^T'bckViT 
5 (^J, 7^/, N-^Wl (Ci_4) 7;WU75y. N.N-Pi&m (C, 

-4) 7)l'^)l^7^/tJ:^) . i&m. (Ci_4) 7.)l^n^>- m. p< xh + 

'yf<ii^) . iS^m. (Ci_4) 7)\^^)l^t m. ^'^JV^^, 3i'^)V=^tt^E) . 

imm (Ci_4) 7jvn^'ymrmm-^tiT\^^x'h^i^^iis.m (c,-^) 7)i^ji^ 

lb7K^»J iz^\f^ r/\xnl^^j i:LxT«> -0-> -S (O) m- [m\t 

oui^^Licom^^mt] . -NR' - [R* itTic.mm'^i^rzim^ (c,^^) 

±BVrcf3i^^X'h. R^tLXlt. -0-, -S (O) m- [mltt0fJi\^^V2 
20 ©gic^^-r] ^fcfi-NR' - [R' (C,.,) 7)1'^ 

)v^7jkt] ^^bxm'^\^x\.^x'b^< . 7mm. 757s, /\ay>idj^zsi§. 

Wl iC,.,) 7;i'3^v'»;{)^e>ji«n§«^STgm$nTL^Tfci;Wg^ (Ci 
_s)' 7;Wl-trc«m (C2_s) 7;i''Jr-;i.Snci:;^>S^(f^b<, <S 

(Ci_5) 7.Ji/^;i'*^ttm (Cj.s) 7}in^>- um^v<\t. Xh+ 

25 >') mj^Ll^o 

^ (I) T^$n^7>=^^:t7">x>ii^§^f^ffi^wr^ii^^ik^!^07^c;&^ 
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(!') 



{^^. R'\t (1) ^)\^ts^i/)V^. (2) xI>7VUJl/g*fc« (3) ^ 



C5S:4^. i ti-o-^;^c«-s-^^b, j(i>=o. >=s^rz\t>=s (o) 

t:^-^U\^^^>-if>m) ^^L. Rniit-CO-D C^t. D« (1) 7K^S 

10 sfeti (2) 7Ji=^)vum^ymm. 75 A-Dy>. m (Cg.e) rn-tj 

Rni-0-, -S (O) m- [m«0fj:(/iL.2cD»$:^-r] ^fc«-NR' 
- [R' «7jc^lI^Sfc«m (Ci_4) 7>iWl^^^-r] ^:/M.T^^bTVi 
Tt)J:<, 7jci?S, 75 yS, Aoy>i3ctDf{S^ (C^.^) 7;Hi=^'>S;i>^e> 
20 MtinS«JISTB^$nTViTt)c):Vi{£ii (C^.g) 7;WUt/iJifgi^ (C2 

.5) 7;w^-;i/S ($f^L<«, (Ci_s) 7JU=¥;u^fctt<£^ (c,_s) 
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CCandesartan] » 1- ii/^n^^ir'yM^'ytDU^^^)^:^^'^) 2- 

5 xh;^^'>-i- [ [2* - (iH-xh7y-;i/-5— r;i/) tf7xr;i/-4- 

-fA'] ^>X<S.y'/--)l-7-ti)l^^'yy-h CCandesartan 

cilexetiO , e/tn-f .;i.;t^>/5";i- 2-xh4^>'-l- [ [2' - (IH- 

-7 2-X|>:^v-l- [ [2* - (2, S-vkKD- 
10 5-:t^V-l, 2, A-^^^97'J-)V-Z-^ )V) t*7xx;i'- 4 

IMLfz^yX^ 5 *SJ^J^, EP-425921> EP- 

45 9 1 3 6, EP-5 5 3 8 7 9, EP-5 7 8 1 2 5, EP-5 2 0 42 3, 
EP-6 6 8 2 7 2UE\Ztim(0<i^^Oljmx\t^n\Z^\:-fc.-^mti.E\Z^K>'^ 
15 ^•r5>c:<h*^*oJ^T^5. ^fc, Candesartan cilexetil ^fflVi^^'&^iti, E 

p-4 5 9 1 3 Q>\ztm.-^nfz.'i^^ti.cm^^B^m^^^(Dti^^\^o 

e'Jv>. hf^'jx Xi$'y-;P7S>> v^x^s^y-jUT^v. hux^j^y-;!/ 
25 ©^^iTsm 7ji/^x>. u>^>\ :^)v::.^yti,d(Dm.mk7^ymm.m) 
7 y^it=r y y y\ litmf^ffl ■^M-t^mMm'c^mm ^ j 

WT^Ji^, j^gt, j^i?, m.mL. ^ 
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-7u^>m^ i7x>m. nj\^m. ^)ydm. :^^y7.}vt^ym. ^y'^y7.)v 
tsym^ x>-V)Vj.y7.)Wsym.W) . jTsAy^ym. if)\'^^ymti.E(om 

i^%m'^m^^n^7y^:^'Tyyy\m^^m^mt^^mm{c'^m i^xv. 
^it^m. mmm\z^mw7ii^mti.E^nz.-LXAi i fest^b^tiM<b-r^<b 

(D7^^^ffiJi-(Zi^J^Mt. 7y-Mt. ^y^)V7^.^t))\'t^=.)Vi\:. (5 
-^=^)V-2-^^V-\, Z-'J-^^VVy- A--^ )V) ^V^ytDVif-rDV 

t e r t -zT^Mt^ntz.it'^miS.E) ; A I lWm\L'^mo^im.mtl^7yMt. 

15 7)v^M\:.. \'s.omit^ntzit^m ai i^m\:^m(D7mM 

p•i';l':t4^v■^5^;^x7>x;Hb^ xh^v,^;i/4^x.)U^:^v'x^;wxxx;Hb> 
/5^;i'x;^-f;Kb, vi:7o^:^'>.;i/:t+->.-^;uil^x;i/:t^'>x^.H'X7> 
25 \t^W'jk^(D:Hmz^^Xh I I *^in:{b'&tl;&^e.iiiiT^ili:;<>^'Tt^. 

sts:. a I immt%m(Dfu \^yvif\t. m\mmiQ 9 o^fj mm^ao 

#TAI Ii$Ja{b'&tlfc^<b-rofe(^T*^Tt)J;^io 
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•^77., yyh. "^it^^, 'T^?, ^7>', C^T, zf^. (C^LT, 

^^j, mmm : m^mnzm^mm. mmmmu ^mitm. mmmu mm 
mmimuEtvxm^-^n^o ^rc>z-m\zj^-cx. mmm. imitm. m. 

mmm<DBmtmtLx\t. mpiit%m. D-T>-h-.)i/, d-v;1' 
t:h-;k T>y>. Q!{bx>y>. x4^xh'j>\ $g^-fe;uo-x, €ffife^ 

p=^^ v7°P t:;i/-k;i/P-,-^nt^>'^tf e)^!^. 
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^:sLym-V^}^h.. •t^'J^J^i?:^h'J'5A, it^:^-hU'^A75:<h**^^lf e>n^o 
xh-;k D-y;nih-;k :/H':7^7jj:£;{>«#tf e>n§. 

15 i:®«?^nj:^*s^lfe>n§, 

mm\<D0mrmtvxit. tfyAt^/^^^^>'^msmx7.x;i/^. i>DP7* 

25 ^m^m ^-^n^y. ^uuy^)l. ^y-^'^taiz) UEff^^-fibn^o 

^^M0mtm t L-xit. m^itD- V %^}y-yv^}^h. ^ u ^^ju u 5^ y~ 
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43^tKftM^j m. ^rmm. mmp^&Mm. mp^i&mM^ mi^i^mMm, 

m^it. mnnm. mMmz, m^immm m. &m, x>:^>, 

^i^^\mmii^BmtLx. n-x^ >-^mm^m^^xB^<ikm<D:^mx=i-7' 
15 ^ y^t^ct\z^omT&-^n^. 

2m^:i.±t:m^Lx^^i^\ 

^'.H't FP4^vx5";i/-fe;i/P-7.;^c^0iz:;l/P-7.l^i^.^^ ; 7}f <j t*n.n'7-tri57 
25 -;i/vX5^;i/7^y7-fex-h, 7^/7)V^.)l.^^7^^)U-h-:27f.^J-7-E 
it^\iy^yhE (M^) . P-A7 7.Jl/Ttl:) ^ jI^U tfxJUfP 'J h*>7^j; 

±)i^n-x y^U-h. h KP^^vype^l/^^jl'-t^UP-X 7-t:x-Hit 
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-30D55 (jS5fp«) , D-A77;UTtl:3 , p^iS^7i7 U;U^37}?«JT-S C^t 

^>i^.JU7;m-.)k ^nu:f^y-)v, yj^y-ji'taa) . mwm m. 

"^m) . ^^^j (^j. t hita«7>iw:/$>^) . ^mm m. ^>vju7)i' 
^n6.©^#6t)tc:fF^$n-5:S©s#*fi> ^^m. 

iSl^^J^cflCck-pTfeSfcCS;^^ «?jA«i«¥L«i«^, #(C^A (#:m5 0kg) \zm 
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'^^)i^z^'tn^(om^mzm^-^M^t:m'^ i^BimtLxmo . oo i~i 

OOOmg, 6?tL<»0. l~50mglr^D. 1 0 1 lU- 3 

5 ^7. ^=1. "^T, \ZM\.-s l^'F-aim^-t 



wo 01/60362 PCT/JPOl/01069 

28 

TCA • 7>x> h^fi • ;WA-7.^rj^©jfilMMS • ^ >^-^>>' 

10 -?-©ft!i©8iSI£T^^fcJi3U-;^xa-;|/f£T^, HMG-Co AMtcS^ 
(3-hydroxy-3-inethylglutaryl coenzyme A reductase) >bM^MM. M 

mmmm^mm. m(D^ikj£^mm. ^^>b^±mmm. mmm^^m^ mo)^ 
>>^a.^)>^^mcmm. ^wmm^yt^mm. ^-yn-^immmf^mm. tn 
ikmm (NSAiDs;^f:<!:). ^mBi^mm (mm^i^mmrji^) ^rdm^iw^^m 

u-hmim. i7ny^^u-V.^yify^':ru-h. z^:c2^y^-:/u>)\^m), 

25 S-Sjo 
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5 -^a) . ca m^m wl 7Aai^\^>fs.a) ^fecttxiss^^wm 

m&^=¥>'U^>\ M7$:typ>« i5J:UBmmM. Cat^inmU^ 

T'jx ^^^)vuy, ^^}^^uy, yt^-M yt-^)>, ^y^-K. < 

10 >'>rLU>^. i^.H'3AW. v^U>. A*>';l'3>, x7^U>S. 

<XvU>^ ; 

15 yv-Hz:VP> C/l^ Hn^) . iiA^m7'U'H::iyp>::i-h'J';7A C/U- 

20 HMG-co AmTLmmmmm-.tuj'iT.-^^y. 7ha;-^x-$'=^>. -fy 
A7.^^>, 'yynTs^'^y. -i^ny^^y. uny^-^j-y. 7JP/^"x-^5^>, 

(+) -3R. 5S-7- [4- (4-7,'P:rP7x-;i') - 6 — f 7 7°P tf./U 
3. 5->?kHp:^^>'-6 (E) -^':r'ryW^E\ 

(p;<j;i/hp-;i/) ^) , '&.ii>)V=tym xxhP^*>. x 
7.Vyyvir-)vm) . ii^)v^ymn m. ^-^^x^hp^^ (7'utu» 
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^m^^>/^^ (BMP) , nm^mmmm'f- (fgf) , M/m&mmmm 

=F (PDGF) , h^>7>7:i--5>^^fi@i^ (TGF-j3) . O'XU^fil 
5 fi&fiS^^- lS:tJ^2 (IGF-1. -2) , Wl^WM'Ey (PTH) , 3- 
0>;'A°aill^liEP-A 1 - 3 7 6 1 9 7^^$g. EP -A 1-46048 8^ 
^$643j;?j^'E P-Al-71978 2 ■^^MlfeWib'&i^ (2R. 4S)-(-)-N- 
[4-((liethoxyphosphorylmethyl)phenyl]-l, 2, 4, 5-tetrahydro-4-inethyl-7, 8- 
inethylenedioxy-5-oxo-3-benzothiepin-2-carboxa!nide^) tSiH ; 

10 m^w^^mmm : mmm 7D-t:sH (^'>>yi>x) , y"?^^:!]^ ou 
20 A, ^a^i—ifi , msk/mm m. 7xifu>-. x;i/7^>tf^yD (7> 

>'PXi5'7-;U (y^iS'-)U) , GPIIb/IIIafeta^ (W^i-yp) 3 fJ:^ 
^Ifill^ife?!^: X7xve>, >';U5"7-tfA. XD^m iffi«^^'J;^j:<i: 

: «AT P - KWP^, N a-H3^MPl#^> x> K-t U ^ISia^, 
25 '^7Px>>->|§ia^/j:i' 

triiJ^^^ : 7X tf' J >, 7-feh7^/7x>, ^^T.xP'T HirisJ^^i^J C^^J, -i 
>\f^^'»f£^'i , ;^xP<K^J C^sj, 
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^ i iz\t. ^w^m<D^mm^^rc\t^(DmBi^mx\z^^^m m. hgf, vegf 
10 *^Bj(7)TNF-a«]M«, ±.^s.\^tzmmtwin\z-^tdimm^^\i^xmf^ 

mM^mtLxmumz'tfz\tf^mu^'^\z^^'t^ z. tt^x^^. mm^m-^ 

15 \zm\itLtz.m^. m^\zmMi\:\^fz.^(D^^mm\z^mw^E^m^xm^L' 
x^k^-t^^tf}^x^^t^. m-^\zmMi\:,\^tcm'^(omM^. mmz. 
nmm^ii\^^xm^\z. n-'nmz^^Lxh^\^\ sij-*t3^mbfcfc©$:ig 
mn\z^m\t5,E^m\<^xm^\.xn^--t^fz^o^vvm^n mpi^t. 
o^m^(n)mm-^'^mr^7y^}vt2m^j.±.(D%m^mmzu^Lxmmt^tc 

20 ^<j)^m\fi-ii^^^-t^^^m^v vtiE) , m^\zm\\\:,\^rcm^(Dmn'k. 
nm\z. h^^^^\tmm^^i6\.^xm-^\z. m-i^mz^^t^tzibo^yvm^o 
mx\t. .m^(Dnm^'^^t^mM^n-'^ti\m-^(r>mzxn. ^^:^Mfc^&L^ 
mm^^^-r^mmt^WM^mnz. 2m^A±.<Dm\^nn\z$>^\,^\tmfii^ 
^^\^^xm-^\z-^^-r^rz^(Dmm^vvuE) mhi^mn(i^mM\z^'^n^. 

m\z. h^^AtimQm\z. mm. mm. s^as^, m.mistK. h^\>^\tWifm^ 
\z^y)m^^^tti'ix^. h^\>^\mm^uMm(omn mx\t. i^ 
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-m'BLnmmm^m\>^xmm^mx^^ntcivmxmk^no^. ^ommfim 

imm ^ommomMo^x^^mm^rz \tmmmx $)-^x^h\ i^mt 

t>iito:>x^^^-\i^jl^h^^^it^MtLXt^-^n^'hiDtl-x\t. 7Ks 'J> 
25 T>-h-;i/ (D-s'>nh-;i/) , v^i/^^l — ji.. x=^7>h^>> f-*> 
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P^^^'JTfi, ^J?g(r=bck'i>75^\ ii^O. 0 1~9 QW.'?^. 0^L<^tO. 1~9 

20 tLxm-r^m-^. i^^A okgtbx) iB'^tzoo^^mit. mn 

^ijOti-^, W«^i:UT*t)0. 0 1-1 0 0 Oing, ^!tSU<(i*tJO. 1-5 0 
mX&K). ^BQMom't. ^l^f^^tLXmo. 0 0 1-1 0 Omg, $f^L<tt 
^0. 0 1-5 Omg, S^*UO. l~20ingT*'5o 

25 ^m^mmt^rc^om^(Dmm 

&.Tizmmm^mf'fx:^%m^^ ^izMcm^zmmt^^^. z.M\t^m^^ 
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5 (1) i3>y^D-Jl^^> 3 Omg 

(2) h-X 9 Omg 

(3) m.^^Bt)lO-X 7 Omg 

(4) 7.7'T^)>m-7^^>''yA lOmg 

l^-:f-tJl 2 0 Omg 
10 (1) , (2) <!: (3) (4) © 1 , ' 2 ^^fO tfc^I> M^bl"^. Ctl 



«^J2. ^j^J 

( 1) > "> 3 0 m g 

(2) ^iJ' 3 5mg 
15 (3) n-y7s^—^ 15 Omg 

(3) «^H-fe;i'n-X 3 Omg 
(5) X7-7^J>m-^^^^>0A 5mg 

1^ 250mg 



(1) , (2) , (3) , (4) ©2/3*5^:0? (5) (Diyz^MfaVrz'^. 

20 mmtr^o (4) m^xs (s) ^z-ommzni^xmwziim^mt^. 

K. Murase et al.. Diabetologia 41: 257-264. 1998 \Ztd.W.Oljmzf$CX. 

w:m^i^nm^mm-m'^^)vwim\znM^^^L. tnf- a(Difii4'^fc«ia 
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1. ^ 




5 (^4", mBimm^nx\^^Th^i^^^mmmm^7^L. RMm<:t>^jg 

•&tl (fefe*L, 5. 7-':^;<5^;P-l-{[2'-(lH-rh7y-;U-5-<;U)-l. r-k*7x- 

7. ii^]i{t^ti*t^ (I) 
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:^>x-tJ-Jl';$'>, f-JI/51f;Ui$'>, -()V^D-)V^>, :^)VM)-)l-$^>t.rz\t 

10 9. ^mmi\:'^m^2-jLh^>'-i- c [2' - (iH-7^h^v-;u-5- 

1 0 . mmmt-^m^ 1 - ('>:^ p^^v'>ii/^=^v:*>.)U5J?-;w:4-4^>') x^.iv 2 

-Xh:^^'>-1- [ [2' - (lH--r h^y-^P-S-^r;!') b*7xr:;i/-4 

11. m^31<b-&2^;&^'2-Xh^v-l- [ [2' - (2. 5-vtKP-5- 
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